lial barrier restrictiveness (1, 4, 10) , a surprising property in light of their proinflammatory and angiogenic actions. But LPA is also shown to impair endothelial barrier function (16, 17a) , thus underscoring the incomplete understanding of the function, regulation, and physiological role of these lipids in vascular biology. The paper by Minnear et al. (12) in this issue of American Journal of Physiology-Lung Cellular and Molecular Physiology adds further support to the barrier-promoting actions of the lysophospholipids and some insight into their physiological significance. These authors provide evidence that the barrier-promoting effects of these lipids may account for the permeability-decreasing activity of platelets. S1P is primarily stored in platelets and released on cellular activation (18) , whereas LPA is released by both nonstimulated and stimulated platelets as well as by activated fibroblasts, adipocytes, and tumor cells (13) . LPA is also found in mildly oxidized low-density lipoprotein (17) . On their generation and release, most of these lysophospholipids are bound to serum proteins such as albumin or lipoproteins. A key finding by Minnear et al. (12) is that platelet-derived lipids form a complex with albumin, which then confers barrier-promoting effects to the endothelium. The identity of the responsible lipid(s) has yet to be determined.
An interesting finding by Minnear et al. (12) is that LPA was not detected from the lipid-albumin complexes in one of the two platelet batches examined despite the fact that the lipid-albumin fraction from both batches yielded potent permeability-decreasing activity. This finding strongly suggests that other lipids associated with albumin in addition to LPA play a role in the promotion of barrier function. Furthermore, in the in vivo situation, LPA bound to albumin is derived from multiple sources including platelets. Therefore, the barrier-promoting property attributable to LPA from platelets is likely to be less than that of those lipids derived predominantly from platelets, such as S1P. Indeed, Yatomi et al. (18) found that activated platelets released predominantly S1P, not LPA. Furthermore, platelets in blood clots released greater amounts of SPP than platelets stimulated with thrombin, ADP, or Ca 2ϩ ionophores in the absence of clots (5), suggesting that lipids secreted by platelets are stimulus selective. Thus it is clear that the lipid profile associated with albumin is critically influenced by the physiological state of platelets and, therefore, is of great importance in the regulation of endothelial activities. However, in the study by Minnear et al. (12) , who used nonactivated platelets, the lipid composition associated with albumin varied between the two platelet batches, indicating yet undetermined factors responsible for the difference. Thus there is a need to fully understand the determinants of lipid composition changes associated with albumin, which is fundamental to our understanding of platelet-endothelial cell biology in health and disease.
